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DETAILED ACTION 

Status of the claims: Claims 1-14 are currently pending. The claims were amended at 
the time of filing, however, the amendments were not annotated in the amended version 
of the claims. 

Priority: This application is a 371 of PCT/EP04/06915 (06/25/2004) which claims 
benefit of US 60/482,686 (06/26/2003). 
IDS: No IDS was filed with this application. 

Double Patenting 

1. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 



1 . Claims 1-14 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable overclaims 1-16 and 26-29 
of copending Application No. 10/527628 and claims 6-1 1 and 20-35 of copending 
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application 10/544919. Although the conflicting claims are not identical, they are not 
patentably distinct from each other because they are methods of making the same 
compound using similar starting materials have a mere rearrangement of the method 
steps with obvious modifications of the reactants which are well known in the art, and 
the identical compounds are even taught in WO 02/102790. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Claim Rejections - 35 USC § 103 

2. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

3. Claims 1-14 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Patel et al. (WO 02/102790) in view of Beckett et al. (US 6,503,897), Jacobs et al. (US 
7,148,242), Fuhrer et al. (US 4,61 3,676), Shiraishi et al. (US 5,891 ,895), Goodman et 
al. (Biopolymers - Peptide Science, 2001, Vol. 60, p. 229-245), and Digenis et al. (J. 
Med. Chem. 1986, 29, 1468-1476). 

The claims are drawn to a method of making a product with a process including the 
follwing: 
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(MM) 

Determination of the scope and content of the prior art 
Patel et al. teaches a process for making a genus of compounds with several methods 
including the following: 
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BnO" 




2)1MNa2C0 3 



1)p-TSA/EtOAc 



BnO' 





2) Pd/C 



X = CH 2 , -S-, -CH(OH)- f -CH(ORh -CH(SHh -CH(SRK -CF r , -ON(OR)- or -CH(F)-; n = 0 to 3 

The reference further teaches the oxidation of R1 and the deprotection of the hydroxyl 
in example 10 on page 24 (instant claims 2 and 3). 

The reference teaches on page 19 (instant claim 4) [most relevant part bolded]: 

Example 1: 1-{2-R-[(formyl-hydroxy-amino)-methyl]-h^ 
carbo- xylic acid pyridin-2-ylamide The title compound is prepared according to 
General Procedure A from 2-[(benzyloxy- formyl-amino)-methyl]-hexanoic acid A- 
7 (R=n-butyl) and pyrrolidine-2-carboxylic acid pyridin-2-ylamide A-8 (X = CH2, n 
= 1, Ri = 2-pyridyl). 

The reference teaches on page 21 (instant claim 5): 

Example 5: 1-{2-R-[(formyl-hydroxy-amino)-methyl]-hexanoyl}-pyrrolidine-^^ 
carbo- xylic acid- (5-fluoro-pyridin-2-yi)-amide The title compound is prepared 
according to General Procedure A from 2-[(benzyloxy- formyl-amino)-methyl]- 
hexanoic acid A-7 (R=n-butyl) and pyrrolidine-2-carboxylic acid (5- fluoro-pyridin- 
2-yl)-amide A-8 (X = CH2, n = 1,R, = 2- (5-fluoro) pyridyl). 

The reference teaches on page 25 (instant claim 6): 

Example 11 : 1-{2-R-[(formyl-hydroxy-amino)-methyl]-hexanoyl}-pyrrolid^^ 
carbo- xylic acid- (4-methyl-1-oxy-pyridin-2-yl)-amide The title compound is 
prepared according to General Procedure A from 2-[(benzyloxy- formyl-amino)- 
methylj-hexanoic acid A-7 (R=n-butyl) and pyrrolidine-2-carboxylic acid (4- 



Application/Control Number: 10/561 ,754 Page 6 

Art Unit: 1609 

methyl-1-oxy-pyridin-2-yl)-amide A-8 [X = CH2, n = 1, R,=2- (4-methyl-1-oxy)- 
pyridyl]. 

The reference teaches on page 43 (instant claims 7 and 8): 

Example 36: 1-{2-R-[(formyl-hydroxy-amino)-methy^^ 
carbo- xylic acid (5-fluoro-1-oxy-pyridin-2-yl)-amide The title compound is 
prepared according to General Procedure A from 2-[(benzyloxy- formyl-amino)- 
methylj-hexanoic acid A-7 (R=n-butyl) and pyrrolidine-2-carboxylic acid (5- fluoro- 
pyridin-2-yl)-amide A-8 [X = CH2, n = 1, R, = 2-(5-fluoro)-pyridyl] followed by 
the oxidation with with MCPBA. 

The reference teaches on page 16 (instant claims 9 and 10): 

Step 3: 4-benzyl-3-l2~(benzyloxyamino-methyl)-hexanoyl]-oxazolidin^ (p- 
toluene- sulfonic acid salt) Compound A-3 (8.25 g, 28. 7 mmol) is mixed with O- 
benzylhydroxylamine (7.07 g, 57.4 mmol, 2 equiv.) and stirred for 40hatrt under 
nitrogen. The mixture is dissolved in EtOAc and p-TSA (21.84 g, 1 14.8 mmol 
and 4 equiv.) is added to precipitate excess O- benzylhydroxylamine as a white 
solid. The white solid is filtered off, and the filtrate is concentrated to give a crude 
yellow oil (HPLC analysis indicated a small trace of starting material). Charging 
the crude yellow oil with excess diethyl ether and cooling to 0°C for 30 min gives 
a solid which is collected by filtration and dried in vacuo to afford the title 
compound as a white crystalline solid (single diastereomer). 

Step 4: 4-benzyl-3-[2'(benzyloxyamino-methyiyhexanoyl]-oxazolidin-2'One (A-5) 
To a solution of p-TSA (22.9 g, 39 3 mmol) dissolved in EtOAc (400 ml), is 
added 1M Na2C03 (200 ml, 5 equiv.) and stirred at rt for 30 min. The layers are 
separated, and the aqueous layer extracted with EtOAc. The combined organic 
layers are dried over anhydrous Na2S04, filtered, and concentrated to give the 
title compound as a pale opaque oil. 

Step 5: N-l2-(4-benzyl-2-oxo oxazolidine-3-carbonyl)-hexyl]-N-benzyloxy- 
formamide (A-6) A solution of compound A-5 (5.38 g, 13.1 mmol, 1 equiv.) in 
formic acid (7.4 ml, 196.6 mmol, 15 equiv.) is cooled to 0°C under nitrogen. In a 
separate flask, formic acid (7.4 ml, 196.6 mmol, 15 equiv.) is cooled to 0°C under 
nitrogen, and acetic anhydride (2.47 ml, 26.2 mmol, 2 equiv.) is added 
dropwise. The solution is stirred at 0°C for 15 min. The resulting mixed anhydride 
is slowly transferred via syringe into the original reaction vessel. The mixture is 
stirred at 0°C for 1 h, then at rt for 3 h. The mixture is concentrated, taken up in 
CH2CI2, and washed successively with saturated NaHC03 and brine: The 
organic layer is dried over anhydrous Na2S04, filtered, and concentrated to give 
an opaque oil which is purified by FC (hexane: EtOAc - 2 :1 then CH2CI2 : 
acetone = 9: 1) to yield the title compound as a colorless oil. 
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Step 6: 2- [ (benzyloxy-formyl-amino)-methyl]-hexanoic acid (A-7) Compound A-6 
(0. 163 g, 0.372 mmol, 1 equiv.) is dissolved in THF (4.5 mi) and water (1.5 ml) 
and cooled to 0°C. Hydrogen peroxide (30% in water, 228 pi, 2.23 mmol, 6 
equiv.) is added dropwise followed by the slow addition of a solution of lithium 
hydroxide (0.019 g, 0.446 mmol, 1.2 equiv.) in water (350 ul). The resulting 
mixture is stirred at 0°C for 1.5 h. 



Beckett et al. teaches methods of making similar compounds and specifically on col. 15 
teaches the method steps of (instant claims 11 and 12): 
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Fuhrer et al. teaches the use of dicyclohexylamine to precipitate carboxylic acid 
products with the motivation for the purposes of purification (instant claim 13). 
Furthermore, the reference teaches the use of HOBt as a peptide activating agent. 
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0 0 CHj CH> 
CHjOCCHaCM t CNHOiC>mCHCOOH 

Digenis et al. teaches the coupling of > 



HCI fi 

and O 



J » 



to 



CHjOCI 



i iltll 



80. * C «*» 



give " v ^ in the presence of a coupling agent (N- 

methylmorpholine) on page 1473 and in scheme I (instant claim 14). 
Jacobs et al. teaches another method of making the same product using the following: 



ECO3H 

Ac 2 0 



O 
A-5 




-continued 



l)p-TSA/EtOAc 
, 2)lMNa 2 COj 



t v° 



S I 



A-4 




UOH 





OH 



A-7 



11 ^ x v 

HN (CE 3 ) C 

X ■ 



/HART 



A-8 
2)H 2 ,P^C 

oh a 



V s ' 



A-9 O*" NH-Ri 

X-CH2, S — , CH{OH)— . CH(OR>— , CH(SH) , CH(SR) . CF 2 — . C=X(CR> or CH£)— ; C-0to3 

Shiraishi et al. teaches the oxidation of pyridyl group into the oxy form with magnesium 
monoperoxyphthalate on col. 8, line 16. 

Goodman et al. teaches the use of reagents for peptide coupling reactions, specifically 
EDC/HOBt (page 240, para. 1 ). 



Application/Control Number: 1 0/561 ,754 Page 1 0 

Art Unit: 1609 

Differences between the prior art and the claims 
The differences between the instant claims and the teachings of Patel et al. or Jacobs et 
al. amount to a rearrangement of the method steps and the utilization of different 
reagents. Specifically, the differences include the use of an amine or an alkaline metal 
hydroxide to form compound V (step 2B in claim 1 and claim 9) and the specification 
teaches the use of dicyclohexylamine. However, the use of dicyclohexylamine is well 
known in the art as a reagent for the precipitation of carboxylic acids such as peptides 
and Fuhrer et al. teaches its use. 

Claim 9 also has the differences from Patel et al. of the reagents of EDC/HOBt in 
step 3 as a coupling agent and phthalic anhydride or magnesium monoperoxyphthalate 
in step 4 as an oxidizing agent. The use of EDC/HOBt is taught in Goodman et al. and 
the specific oxidizing agent is taught by Shiraishi et al. 

Claim 14 teaches the coupling of the salt compound V with compound VI to give 
the compound VII with coupling agents. However, both Digenis et al. and Patel et al. 
teach the same coupling step without the "G" counter-ion of the salt. However, as 
described above, Fuhrer et al. teaches the use of dicyclohexylamine salts as reaction 
intermediates in coupling steps such as this one. 

Finding of prima facie obviousness 
As described above, the process claimed is nearly the same as that taught by Patel et 
al. with rearrangement of the method steps and the use of different reagents. Since the 
product produced by the methods are the same and the problem to be solved is the 
same, one of ordinary skill in the art would have been motivated to look to the teachings 
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of Patel et al. and optimize the method using well-known reagents and rearrangement 
of method steps to arrive at the instant invention. Furthermore, it would have been 
routine for one of ordinary skill in the art to take the teachings of Patel et al. and the 
knowledge of organic synthetic methods as well as the teachings of the organic 
chemistry prior art references cited above to find a method of making the product with a 
higher yield. 

Conclusion 

All claims are rejected. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Robert Havlin whose telephone number is (571) 272- 
9066. The examiner can normally be reached on Mon. - Fri., 7:30am-5pm EST. 

If attempts to reach the examiner by telephone are unsuccessful the examiner's 
supervisor, Cecilia Tsang can be reached at (571)-272-0562. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Sen/ice Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Robert Havlin 
Examiner 

RH 



